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Background:  Sildenafil has vasodilating, endothelial protective and angiogenic effects. Therefore, we examined whether sildenafil improves tissue 
perfusion, neovascularization and downregulates proinflammatory molecules’ levels following limb ischemia in the atherosclerotic milieu.
Methods:  ApoE -/- mice, (diet for 6 weeks), underwent experimentally unilateral hind-limb ischemia. Mice were divided in three groups and 
received sildenafil or normal saline. Mice underwent laser Doppler perfusion imaging after surgery on days 0, 7 and 28. Blood flow was assessed 
by the ratio of the Laser Doppler signal density. Capillaries and arterioles (ischemic areas) were counted under confocal microscopy. sICAM-1, sE-
Selectin and PAI-1 levels were evaluated at days 0, 28 with enzyme-linked immunosorbent assay (ELISA).
Results:  Sildenafil increased significantly perfusion in the ischemic limb compared to controls (Fig). Ischemia exerted no significant effects 
on sICAM (from 1.91±0.15 to 0.140±0.19 ng/ml, p=NS), sE-Selectin (from 4.23±0.877 to 2.69±1.00 ng/ml, p=NS) and PAI-1 levels (from 
0.219±0.055 to 0.126±0.054 ng/ml, p=NS). Sildenafil significantly decreased sICAM-1 (from 2.1±0.15 to 1.2±0.12 ng/ml, p<0.01), s-selectin 
(from 5.34±0.4 to 2.45±0.51 ng/ml, p<0.01) and PAI-1 (from 0.13±0.02 to 0.07±0.012 ng/ml) levels.
Conclusion: Sildenafil exerts significant beneficial effects on tissue perfusion and neovascularisation after limb ischemia and downregulates 
adhesion molecules.
